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Non-estabifshmeni of opinion with regard to novelty, Inventive step and industrial 
applicability 

For the assessment of the present claims 1-41,64-69 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States- The 
patentability can also be dependent upon the formulation of the claims. The £PO s for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use in medical treatment and the use of such a compound feu the 
manufacture of a medicament for a new medical treatment. 

Reasoned statement with regard to novelty, inventive step and industrial 
applicability; citations and explanations supporting such statement 



The following documents are referred to In this communication: 

01 ; US 2002/1 87184 A1 (GQLQMB GERSHON EX At) 1 2 December 2002 (2002- 

02: US 2002/192157 A1 (LOW PHILIP S ET At) 10 December 2002 (2002-12-19) 
03: DE 1 96 37 890 A (MAX PLANCK GESELLSCHAFT) 1 9 March 1 998 (1 993-03- 

ty 

D4: TA8HIRO ET ALi "Monocyte-related cytokines in acute myocardial infarction* 
AMERICAN HEART JOURNAL, vol. 1 30, no. 1,1 995, pages 446-452, 
XP002358123 



The terms Intra-oeSlular inhibitor, "intra-ceiiufar deactivator*, "Intra-celi i esiof "intra- 
cellular toxin", "cytostatic substance", and "cytotoxic substance" used in claims 45-50 do 
not clearly identify the agents and do not inform the skilled man of their exact nature. 
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Therefore, claims 45-50 are unclear (Article 6 POT). 

The present set of claims relates to an extremely large number of possible formulations 
comprising an encapsulated agent, an embedded agent or a paniculate agent. Support 
within the meaning of Article 6 PCT is to be found, however, for only a very small 
proportion of the formulations claimed, namely bisphosphonates encapsulated in 
liposomes. 



4. Novelty 

D1 discloses (see claims 1 -34} a method of treating or preventing restenosis by 
administering an active compound which depletes and/or Inhibits blood monocytes or 
macrophages. Preferred compounds are biphosphonates such as ctodrortate or other 
Inaefivators of monocytes/macrophages such as gallium. The compounds can be 

v.\ . > i at* d in a liposome or embedded in micro- or nanoparticies. The subject matter of 
claims 42-83 is therefore not new (Article 33(2) PCT}. 

D2 discloses {see example 3 on pages 5,6} the use of liposomes comprising ciodronate 
and having a size <100 nm as intraperitoneal injection tor macrophage depletionThe 
subject-matter of claims 42-52,55-63 is therefore not new (Article 33(2} PCT), 

D3 discloses a liposomal medicament comprising a biphosphonic acid salt as active agent, 
contained in a liposomal shell consisting of cholesterol, DPPC, and OPPA in a ratio of 
1-2:2-6:1-3. The liposomes having an average size < 100nm can be infected 
intraveneously and can be used for decreasing vascular repulsion of organs, by vascular 
elimination of monocytes. The subject-matter of claims 42-52,55-83 is therefore not now 
(Article 33(2} PCT). 
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As disclosed in 04, the rote of monocytes/macrophages in acute myocardial infarction is 
we!? known In the art. 

Consequently, it appears the person skilled in the art would have used the 
abovementioned formulations disclosed in D1-D3, which inhibit or deplete 
monocytes/macrophages, for the treatment of acute myocardial infarction. 

Claims 1-41,64-69 therefore do not appear to satisfy the criteria of inventive step (Article 
33(3} PCT). 



Claims t -41 .,64-69 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCT Consequently, no opinion will be formulated with 
respect to the Industrial applicability of me subject-matter of these claims (Article 
34(4)(a){i) POT). 

Claims 42-63 satisfy the criterion of industrial applicability set forth in Article 33(4) POT, 
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